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Abstract of JP1 1 1 52224 

PROBLEM TO BE SOLVED: To obtain a prescription which shows suitable percutaneous invasion- 
increasing effect on many activators. SOLUTION: The patch for percutaneous administration which 
includes a medicine passing through the controlled-release system is mainly composed of A, B and C. A 
a soft liner material layer, B: an adhesive layer comprising the below-stated medicines, a pressure- 
sensitive adhesive polymer matrix, a bond-improving agent, a finder which are composed of a first 
component containing a saturated fatty acid or an aliphatic alcohol of the formula; CH3 -(CH2 )n -COOH 
or CH3 -(CH2 )n CH2 OH[(n) is an integer of 6-16], respectively, and a second component containing a 
saturated fatty acid or an aliphatic alcohol of the formula; CH3 -Cn H2(n-1) -COOH or CH3 -Cn H2(n-1) - 
CH2 OH[(n) is an integer of 8-22], respectively, in which the chain length of the first component is differe 
from that of the second component, a medicinal vehicle and an additive selected from the group 
consisting of a solution agent, an antioxidant, a preservative and these mixtures, C: a protective liner is 
removed in use. 
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CASSIS) ilrAh Bh Qfrt>ti.Z>%mZto-m&Jk 

z&zmmo>mis.v£tSL5-m$iiWi um&temttm; b) 

Tf5£^« LT^Sftfl ; * ®EEW3t7K'J "7-7 K 'J 
H2)n-C00H £fcl*CH3-(CH2)n-CH20H, ZZVnit 6-16 

•c*a$tLSJafPBiffl5^fciil)g8fiSi7 , ^=i-;u 
CSli^i. -£;h.^;h.ieCH3-CnH2<n-i) -C00H£fcliCH 
3-CnH2(n-1) -CH2OH , Z Z n l± 8 ~ 2 2 OTSSSSU T'« 

S*t^lSfilJ8K^*fcl*Bgffl5jSS7';u=i-;ufl)m2j$^i: 

*» t. « y s mi j«»roms*<m 2 ^©tag t jitc aig 

Fp03-or9 £> 
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B)TSE£#*rL.Tft£ttjiB ; 

ro&a^t*. v y =i >g)Bia. # ■ j -f v~jj-is>frz> ft 

* -tzJUP— X7^^JHXf^Xt;*Ht7MJH7. 10 
t;u. tK'J t*-;uen'J T^t'T. 
U^7#A<DJ:5ft^8S=fA x aL^U>^-9--< K/^ 
PfUVtWK*!^, £Wffc7y;ux— t-iv-q 
SB*HSI8£*U jfiSt -C00Hg£ 56%~68% £4rf «79 

t> ft J; y atf*ife«&*&&*L 

* -b p-ixf^$fcii'<>^ x ij ^ u i — jux 

T-JU(0»ffi(D P v i/&tf*3Hb P t>ft y £ 

ffihfettSJH. 20 

* -t*t-e;h.itCH3-(CH2)n-C00H *fcl±CH3-(CH2)n-CH20 

H2(n-1> -C00H*fcl±CH3-CnH2(n-)) -CH20H . CCT'nli 

8~2 2<nS», -e^^*i4»^FISfQiiJftK*fc«±8iBS 
8I7;U3— ;u©8K2B£»i3^P>fty, miJ$»<O0g*< 

« 2 fiE^roafi t lift -s mm^m<nm^t>it. 

*i & a>S**^ f. ft-SSJ: y S«*tfc*SQ«I : 30 
[Ifi*3g2] tt5tJf (B) tt^H(B) 

* 20%~85% w/w <0#5f tt/K 'J V— -7 h 'J ^7 X. 

* 5%~25X w/w ttttl&Wffi 

* »ai&3*l : 3%~ 1 8% w/w (01 1 rt#&tf3%~18% w/ 
w ©S2^. 

* 0.5%- 15% w/w ©mSfl. 

* 5% w/wlilTa>$^&&8<l„ 40 
[Ii*«3] ffilS^-f-*— (C) A<vU3>gfSIS 

*LTl>S#yx^U>£fcl±;tfy l^f^7< ;UA*vC, 
ftSHpfcUt 1 fBKOlgffilOT^KttS^fflBfi^o 

S§iz*tLT3%~i8% w/w <o^y >ig*fci±7^U;u 
t;up— ;U-h3%-18% w/wtD^-U-C >&£fcii:*-u-ou7 

Ifix. 

*£ 1 leffaamoiifttt&s-fiitts. 50 



#y-t>u$>. *'jixfjk *'jifu>f 

— h zm&titztf y 7 -<• ;uaa> * ft -516*31 1 

7 ] Sl±tt3i14tf 'J Tak 87-2852 

[000 1 ] 

17^3- juroia^^-ar^^-SLrftS. ©imi*^ 

[0002] *f£BJii % §8JRS]ig&1±ijgS&|z l fc y 
0>S#lc*fflft. S#fttt«4#te£^M&te£*iir£ 

mn^z&mm&.i~t$i*x^ atis»j*fci±-?-*Lf>roija 
^ ^ 'J >&ft ifroflEKK. ^-u-c;u7jup— 

;ut;up— ;u. n-T*-/ — frti.Z<»mttife7)Vzi — 1\, 

-c*a. ccDjai^ii, 6fflraa»ftttstti:«L^iai4 

[O O O 3] 

<o»i i raOTjfT«i3S«***«. uihai*. s«]ft#3ii# 
ip*aa)isattja-^i= 5 <dunh«Ai^« - <t i= 

ii-r-5l^fti.«63fea«t.filt>ft^. 

S^ttflj^s « § it s fcto ic^sso -b ;u p -x ^si# 

t*^ K'J •y?X+lcMSroMftS8iK^i:8iKS7 , ;u=i 

wsr-fe y , 7 H*T-©*i48ra^ffii3iffl©j&si-#fflft 
m& & set l <t 5 £ -r « t a> x fe . 

[OOO 4] «£ttSlt£LttX*MRJ|XI=fK&&«i£ 
JR^?l#e-t-Ci:A^fifeft77^$-^Slt-i)o * 

ic, ftjf^SL-c<oga*ttfcSi^j(OAyi±, li^jro* 
[00 05] igBmsi-ttgLcfc. ^i=«i±«a©*#iz 
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*ft*ffl*4«4:1±-r\ ft&«^fcl4. l9niri|g|A> 

tt4-*4xfcft btot »l+A*iSl* Z £ SJBflLfc, 
[oooe] #-Jia>3gJStt3ga»JgitaLi/X^rAli. 

14. »*»»z&fl|fc#»LT, f LtlE«HM»&l 
MM*0)ftJS«ao-CJlUI^I=IMk^-ft z t S t* * ft 

[ o o o 7 ] ai#Jco«jftttS*l±. i> < o*«»*BJk 
tf*it*-efi«»a!fl:#a>«ai=»«zfcSS-r D 
Lfc*<*. za>*aa>**tt*jSf*, fcasawora 

*ZA:A^*4ai#Ja)il=IB»A<fc*Zi:-efc&o zco 
K»ttl*< f=tt*. JKJ»lcfie«lz|» 

■BattAtfc&o-e. fcL^T^a«b6»a)jfijt*iioT 

[0 0 0 8] ^ttqRHR(7)5iJtfi. X 

[0009] ftKaa>Batttt£B&tf»ttfl®a&tt 
«6«l*SSlc-r4fctofc % T^/Xazone) . ^'Jn — 

ollgaard in "Pharmaceutical Skin Penetration Enhanc 
ement". Marcel Dekker, New York 1993, pages 229-24 
2f=£y&'<&;|vCL*<&. 

[ooi o] Jttaftiamitt. «Aai*iatf«jettx/< 

-fX0>RttfwttcoTL^4o **U*„ by Hori, Satoh and 
Mai bach in "Percutaneous Absorption", Marcel Dekk 
er, New York 1989, pages 197-211IZ J: y 5lffl**L* cfc 

[ooi i] -i-tttt, #<<z>*lfi«-e2a*fci4**iJ5i 

[0012] ^aftattxa* 9aj*a*d0>iB*«t> 
ft**aLfc««ia)a»ti»iii*-fr4±Ta)*ifi«fz[£ 

[0 0 1 3] Cooper (1984) 14. tK'J U>^U =3 — 

#*<D»aSMMfti::]t 
KT1M'?;Utta>9a£iVftrt~& Z £ £tf Ltro Aungst 

11(1986) 14. sta«nw«T?o>^-D*v>aJtti=»-r* 



«k*y*aa-r*zfc*«-r % et^^#-c*«z 

[0 0 1 4] Green, Guy&l/Hadgraft (1988) 14. 

«a>5»i=»LTABia>A«a>aait*itln***zfc 
[oo i s] BKai4L\<-33&%a)a*ia)«ftttaftaL 

lz»LT«SMfc«Ai«i*]£ LT&^bftTL^o Go 
Iden et al. (1987)14. fett& 0 ffittBOfciScfc-fa) 
10 ig3£;**-XAI4. SfifcBMO)*** 
tfCft*6©ai^ttlfcJta;fl>a/>t^Ltt^i:fi 

[OO 1 6] Z*ifz*JLT* Kadir If in "Pharmaceuti 
cal Skin Penetration Enhancement", Marcel Dekker, 
New York 1993, pages 215-22714. l> < O^0)ig&£»]<D 

M<b, «*a>ft^ju*©«Aaa>»**MJStti=» 
-r £ **i s ^>5css t a>H -e isgij -r h&fr (4 * 
20 t^a-r*. ±<. «&ttA**a>«tt9aa&*<r*. 

Kaa>«fcy»<«***Lfcin»rt»aaaizaAL. bb 
17 *>;ua©^ e y ir -r £igao z i= * y Btt* 
z^^di^LT rgisu nmzmmrz&o 

[0 0 17] ^t*(4. ffil*B£7;ui5— jutfjfcBoaa 
ttSJ91nS«>*^Aii, ftgB<D$fflJ!SrtB§Sf£ffi 
30 Sff ffl-T « Z t Z fc T?fc£ Z t tf§i < Sit AtL 6 

iitl^o aBK±Ba>SftA<«»j£*»atf (DSC) 
^-'JigHX^hP>-^- (FT I R) £JBl^THMI 

tSH***Lfc£B(biolayers) 0)MfiiSd!)tt«£ 

zl. «jiart»ft(Da»^b*i«aDS-B:*zts*-r. m 0 

llgaard in "Pharmaceutical Skin Penetration Enhanc 
ement", Marcel Dekker, New York 1993. pages 229-24 

yy □-;utMLt«E4zs«««it, ^pfb^ 
40 yu— ;U35<^-U-f >aa)«A*JtaL. *7c*u*f>l£ 
A^pei/>yja-;KD«AS«lt4. Z0)*#5» 

si4. za>«fc5ttjfta*aLT*»# : Fa>«fcya^ttik 

[O O 1 8] *-aflE>«jfttt*>x^Att. fittJB* v h 
«o 7h"j^^^attWM4<*a>*i=*»*fctt»«* 

xfflAwujdftsa&i** ttao)FickaMtfztii=a< 

50 [ooi 9] zco^>r ^oUSllHUMH+itLi/^fA 
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It. - hn^U-tzU XSJSttJ&S^X-xACMinitran by 
3M)£*:fiFDA 2><jp:|gLf::XX h ^ ;Kestradio 
l)(Climara by 3M) 0>m%t V— *vf-f >$W«sf* 

^^^zOL^Ta)^4^ffi^l*^LL^C<b3!)<^ofco EP 0 279 
982£lf#. ttA«««ftXflSl*&L£Stt£Lfca 
&tt^BJg(t&LvX^AIzo^T^T^fto C0>4# 

[O O 2 O] EP 0 519 926 B1 Clli. Stt*|a)ttffiaft * 
XflttaHr (afc#'J***9-f K) +©Stt«a) 
ft*a*(*©«Wilc J: y HStifc«itt!l« L >x 

[ O O 2 1 ] WO 93/25168 |* % 4*¥WBI*fll«* + * 
[O O 2 2] USP 5 466 465 Izfi, aifflat&3&<5Stt*Ja> 

tzmnm&tfi a o feajKisaflia tt a l ^ a #bhs 20 

S*l/CL*ft 0 

[O 02 3] EPA 0 413 553 (cli. LtfXffi 

[O O 2 4] EPA 0 573 133 f± % 1 a*tcli^4x^±(X) 
+ «afttt^/WX**lt»*LTl*«. fiAttaiffia) 
[O O 2 5] EPA 0 279 977 |z|± % ^DyiXfP>i: 30 

^-fftfctfxo. p-x^y x— k yy 

* g -b p-;me j ^ u— k ^cd aatt^M * ft i=* 

KUF**iTl*fto 
[O O 2 6] USP 5 023 084 it. #'J7^ 'JJU* v'J =3 

>*fcttffia>»aayKg-7-f***a)«k3a#g-7-<* 
i** ^ g 6 # 6 ttfc # y -7— ■ *** l r <p * a 40 

j&ttxx hovi>/?oi/ixf>f/\Vx^S 
[0 0 2 7] WO 90/11 0641*. XX hPyiX V 

xx^>*fctt*n&05^fta>fctoa>fij9aaia»«i 
«***H*-rft. fflj£«ali. ^p tfu^yja— 

g =1— ;u^y x^;u*fcfi^y >t;ux— 

fto 

[O O 2 8] USP 4 764 381 |Cf* % 2-X^JU-1, 3-^* 



i£*<§l]^£;K-Cl^fto 
tO 0 2 9] EP 0 551 349I*. a&tt^A-f X+<DStt 

*a>a»*fci*aaip»a*ft*-rfta>ic»a<c. 

t?u>yy =j— Sit yg-tzn— 

g Kft^0)J:5ftaajA (110 °C^|») j§^a)^ffi 
£451*18* LTl>ft 0 

to O 3 O] USP 4 863 970 |z|±, ffi«7^3- ;u£ffl 

-f >aa>yg-fep— yuxx^ju^^LTftft-Tc^ 
aa«a***>i*tfa***LTi*«. 

tO O 3 1 ] USP 5 378 473 «\ »*fcli*WH**MM& 

flO'O^r-Bexoajfttta^fcfeitftaaaaJWt 

LT(/)S [CH3(CH2)mC00]nR (DiXfJk L < Xt~J 

ptfu>yj3 — iu^ y ^ ^ u— h (pgml) az/y utp 
-;u^y^-ux-h(GM0) ©ttffl*«H«3fcL-ci*ft D 

t O O 3 2 ] WO 95/01767 I*. ^KD77^hP>^ 

g =3 — y ^ ^ u— h (pgmd M^afi/vyju- 

JKPG)**«-TftCi tBB^LTLxfto 
tO O 3 3] '±E^fc*^#*fcttTU?T#r±Kt». 

&tfa«tttt*l£ttBr::J: y AttttttattttJLlflEltfl 

$tte£#5> atttt*-aa>7/wx4>o« > u^>a& 

^^g>K. 3j-U-f >B£^y^7;Ua — 

y;u7;up— jua>«kaattaatf/*fcttausa7;ua 

too 3 4] WMttXat,, **8835<M»Lfc. l*<o 

iil£#ja>PSA ^©ainitt, psa £prffl*bu L 

Jt±^0)#^$iJSIffl. UKSI4>(OtlK)<ti 

(DSSfi. ;£gfc (Satas D. . chapter 4: Tack, in Hand 
book of pressure sensitive adhesive technology, N. 
York 1989, pp. 38-60) [z§B^S*lTI* ft L> < ofrOtt 

ssaojSADiCcfcyT-^fto 

[003 5] Chi en in "Transdermal Controlled Syste 
mi c Medications", Marcel Oekker, New York 1987, pag 
es 25-81 li % #SiJft^tt»J(Dfctt(7)JSlSSAli^»Ja) 

»atf* *-r ^o>«a % aaatf. f/wx*6iw: 
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[O O 3 6] 

mmZfRdt+ZtztbO^&l *f£BJ|*. Tlfia). b). 

dfrttjizm-mtomsi&T'U x (device) asammtfL 
tozmmtz : 

a)2M*fcg*tJf ; &tf 

i) SEttJttf'J-?-^ MJ-v?X, 

ii) l&ft&A*!. Stf 

iii) ti**MB. 10 

iv> mmm&mt LTo>mMM&tf/&tzi±m®m7'j\' 

vi) tH**fcl*^Sflfc:fc*;u. MitW5±m. fiUHMft 
c)ffiffiB#i:BS*ih.Sfia7'ft-. 

Co 03 7] tK-^cbiz. **^ro¥»f=<feyj&a 

[ O 0 3 8 ] 5Stt&lO)>^6<]x!iSA<fcS*5J^14gltjS L 20 

I*. 7 B$-eoftfflmftttL«a»:hf=3ttiHiia2lK 
[0 0 4 0] m<^^c,»:i-. i^o^ajSttSJOTS:^ 

a«l4:Jt3fi«i|a h (composite) t LTtK C t 

[004 1] LTBiK^&i;/*fcliflga6 30 

[0042] m<s<£ztiz^ m.-mn&ei'&.T'U* 

ju=i-;K7>*a#-£;bt*l4. lt!SLga**ifcaifiiJSSjl 

[0 0 4 3] 1$f< 7 ^ 'J >K<0ftO> ASP» 

AWWl-Sl+ifi**!-. r?|#j jas^^C^-it. £f-* 40 

[0044] m<-<#c:i:ic, x^jhz;up— xro^*n 
14. LTi^, #5t«i75£&S?fc 

1*1*. 7 B*Tf©g^rafflt^*t-6lfi^©St1-|=t*l=S 

[OO 4 5] 

[SeBJ<z>HBfc<Z>J&SS] -©^Bjogfltjii. £gta>j£t4$iJ 50 



[00 4 6] COSSBJ(0±gMI±. £&a>j£ti#J£fcf* 
[0 0 4 7] ffiot, *SHfl©SMI4. -£*t-eh.StCH3- 

(CH2)n-C00H *fcliCH3-(CH2)n-CH20H s C C T- n l± 6~ 

16, #£L<I4 8-12. Si#£L<l410<Dggfc. 
TL&tl-SfiafnBIKK^fcliiiKfitTJUa— JU0£ 1 fi£# 

^-^.^5CCH3-CnH2(n-1 )-C00H£/-|£CH3-CnH 

2(n-1) -CH2OH . CCfnli 8-22. #*L< 1414-1 
8, at»*L<l*16(0§!gj. -e#K.e>*t-5#^tSSlSI 

s 'J * l < I47<7 'J 4 7. tt*flf»£ L < 

l4t&fQ7t*3:^>K0'O^x>JX , J I — 
[0 O 4 8] **W<D^ttgftaLi/XT-A (system) 

1*1 a*fctt-i-*iia±fl>ai«» sfci4**it>©;i*&i£ 

[OO 4 9] COT*B^(7)igattgl+3tL->X^A(syste 
m)l*. TfSa). b). c) : 

a)Kfi»i=ai+jaE l stis^sMjws jm»i=aa* 

5 -7 P#it Ltzttmtf') -7—^7 h 'J * X ; gtttSBI* 

«9ir-#*r* ; mnm^it^mo) a*fci*^Hja 

[0 0 5 0] ^r/W XCOJSttfiE^^^-SOIcffiffl^tL 

fl<i*fc(±^©fte(7)^tt/«fig^:6<]ai;/*fci*^a^6<)a) 

[005 1] ^mm^r'U *\z&mt&Zt(D-(:$& 
m&KDZ-l y(Z>mmtt. m jkM (ant iinfl amatory drug 
s) . ^iSS<) (analgesics). tftKSfijfeSiKantiarthritic 
drugs) . *S#SSfiiJ(tranquillizers). ^^feiS"J(na 
rcotic antagonists), fit/*— 4-> VJsSiJ (ant i park i nso 
nian agents) . (anticancer drugs), fegffll 
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©JS] (immunosupression agents) . trtO-OUXSI (ant iv 
iral agents), ta£S»J (ant i b i ot i c agents) . ^Sfcftpfr] 
(appetite suppressants) „ frlGtSJ (antiemetics) . 
tazi 'J >#](antichol inergics). tatx£ S >#](antih 
istaminics) . tKMUMffcffl (antimigraine agents) . M 
(coronary) . §gj (cerebral) ^tzltmH(DMih^M (per ip 
heral vasodilators) . fit P^^J (antiangina Is) 
^JUvOAjgESiegfrSKcalcium channel blockers). * 

Xhormones) . iH$E&]( contraceptive agents) . 
ta hP>e>ffl (antithrombotic agents) . =PJK9J(diu 10 
retics).. taitiJfilEESi) ( antihypertensive agents), 'fr 
BifilS^ (cardiovascular drugs). lt3*#H&#^(chemi 
cal dependency drugs) . 7 7 5£5£*$£$ffigT#J (T 
;u:7 7 2i8ft&J) {(alpha adrenergic blocking agents 
(alpha blocker)} fc^T?fc£> 0 Z<D £ 5 -Y ^CDH 

Ll\, &$]X<D%0!ltt:« xx h^SJsj— ^(estradiol) 20 
. ^Pi'zcX'f P Xprogesterone). yjHf >Kp 
Xnorethindrone) . JUX^> KP Xnorethind 

rone acetate) . UtK y x X h UJK I evonorgest re 
I), -i^gify S?*— JKethynodiol diacetate). J 
JUv/xX^^^f h (norgestamate) . S/iX hTXgesto 
dene) % -x V vx X r- UJU(desogestrel) . 3-<r hfV 
yiX hU;M3-keto desogestrel) . f^yi^hXd 
emegestone) ^P>yi7 h > (promegestone) J )l * )l> 
vxX h U;U(normergestrel) . fX hXf P Xtesto 
sterone). ft KPit°7> Kp Xt- P Xdehydroepia 30 
ndrosterone). t K P =i;U^ % /Xhydrocort isone) . 

— h (amy I nitrate). — h P ^ 'J Hz U Xnitroglycer i 
n) Jklf-< V VJUtf Kx h h (isosorbide nitrates) 
<D£5£:x hPlb^ ; — X ^nP7i-75 
> (ch I orphen i ram i ne) . t" ^ x -J- > (ter f enad i ne) 

h 'J ^P 'J vXtriprol idine) <D± 5 tH7 ^ J 
$3 : t°P4-i'^A(piroxicam)<D<fc5#:f- : f v*JAjg§3l 
tfc(oxicam derivatives) ; -<> K £ T X i ndomethac i 
n). is<7 U?3l1-v<7 (diclofenac). <rh^P^xXk 40 
etoprofen). <r h P =? v 1 (ketorolac) CD<fc 5 
(ant i -inflammatory) . (antipyretic) £fcl£ig*ilffl(a 
nalgesics) ; ^J~J* ij — tf (th i omucase) ,£ 5 & A a 'J 
-y-»y^jij^r — tf (mucopolysachar idases) ; /^Uyju:7 
Xbuprenorphine) . Z? x — ;U(fentany I) lkXS~? 
*>$—)\,mW&titz\3:J"fn<f (analogs) . -*nOV 
Xnaloxone). =i T-T Xcodeine) £?fc KpxjU=T3 = 
Xdihydroergotamine) . tf % /^ U Xpizoti I ine) . -tf- 
-< ^^ z E;Ksalbutamol)S.t/ J r;U^^ <J Xterbutal in 
e) (Dcfc 5 tf^"^ K (opioids) ; #I*_l£PGA. PGB. P 50 



GE v"J— X*CD^;h£7^U:/PX£i?;U(alprostadi I) 
$Llfm?Ll£ PGFv'J— X. 5 V^PX h;Kmisoprosto 
I) AZ/xv^PX^iKemprosti I) . x>:7^y*— ;u 
(omeprazole) CD <fc 5 &:7px£ > vXprostagland 
ins) ; > h^P^7 5 K(metoclopramide)&tfXP;tf 

5 > (scopolamine) CD J: 5 4^>X7 S K(benzami 
des) ; J$ft7t-x;U^E>ft£i!E^. J$«@^(EGF, TGF, PDG 
F £:£') MVVX hX^^Xsomastostatin) CD<*:5 
tt^ZfT K ; ^7 Px^Xclonidine) ; -7iyt'Xn 
ifedipine)^<^/<SJU(verapami I) A (di Iti 

azem) I7i K 'J > (ephedr i ne) Z?n y=? y ;Kp 
ropranolol) > h ^P P— ;Kmetoprolol) S.tl^X tf P J 

hXspironolactone)CDcfc-5^:v/\>r h'Pt 0| Jv> 
(dihydropyr idines) ; t KP<7 P p^T vXhydrochlo 
rotiazide)R^^7JU^-'J y>(f lunar izine) CD<fc5^f 
7v K(thiazides) ; =E)\,is K S Xmo I s i dom i ne) 
otezs K~ y =x>( S ydononi mines) ; ^/\°'J>®#(h 
eparin fractions) 0>cfc: d U&HMtf 1 ) *)rv ± K(sul 
fated polysaccharides) ; ~7 )\,~? v Xa I f uzos i n) . 
HXQy >tamsu I os i n. ^7'/v> (prazos i n) 26.1/ 

vXterazosin) CDcfc r> UTJl^y 7 ffi 1 U-fe^^ — 

(alprazolam). ^P (bromazepam) . P^"tf^^A 

(lorazepam) . ^-^-y-tf/<A (oxazepam) . "r"7-lfy<A(t 
emazepam) h U T 7 V/^ A (tr iazolam) (D&otUfcl* 

St/^relCD-^M^ (short and intermediate half-life) 
(D^OVvTHf t°Xbenzodiazepine) ; ^Xt°PXbus 
pi rone) CD & 5 ^7 if X t°Dfi] >v^~Xazaspyrodec 
anediones). /\P^< U K— JKha loper idol) (7)^5^7 
f D7i-/ > (butyrophenones) . 7A P vtfXamlodip 
ine)CDJ:5^vt Kp t° 'J v^Xdihydropyr idines) . T 
7K^E;U^>r Xapomorphine) CDJ: 5 -< Xapo 

rfines) . y& =EO l J ^^Xbromocr iptine) CDcfcote: 
x;uzf ij Xergol ines) . ^JU=f 'J K (pergol ide) . -tz 
U^f U Xse I eg i I i ne) CD & o t± ~Jn t°— }\,7 S > (prop i 
ni lamines). ^"^ L i>^^ 1 — > (oxybutyn i n) CD J; ^tZisO 
P *>;U"7 U— h (eye I ohexy I mande I ates) . Hilf^ 

ItAixBj^/jr^^tcli^S^cD^T'fc^o 

[oo5 2] ^o>*-eai4«f*iaa>stt«i*fcriia 

7b<jli^-r^CD^^^. ^LT^>X^A(D3t^(**fil«-r 
S#JSIi. gfittS#^.x^ Kunit)(DSHHI=BBL 

^'JxXfJk *'Jif b>f U7^ hCD^ 

5ft*U xxt;k 7K'j^—^-<;uA<t7'ju^x^A/l> 
ff&*L4. tLS4az.vh^ *B«cDPBl(Dcfc5 3Ei:fi 
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MPbI^— x-efflL^6*i*tt&Ko H«tt. 3Mrfp£>tf)Scot 
chpak products 1012, 1220, 1006, 9722, 9729 ft^T? 

[0053] j&m^-f^-f*. A<»&*Lfca«f=.»: 
t^RTife-efc*. &&^<><i—\t. &m\zm&tt$i\m 

■j— [*, Daubert HDPE 164Z. Daubert PESTR 164 Z, Re 
lease International 5-EST-A-S242M, Adhesives Resea 
rch Inc. ML 7138 and ML 8329, Rexam Release FL 200 10 
0 Liners. 15989, S 5MILCL PET 92A/000. 10668 5MIL C 
L PET A10/000ttifa)*>'j3>JBt?tta*tifc7KUx^ 

[0 0 5 4] #ftt*'jV-lt »*L<tt§B«*fcl* 

'J JUlSOilffiJfi. National Starch and Chemical Coifr 
£><BDuro Tak 2153, 2852, 2516. 2287 ;& 1*2620 if ; 
&tfMonsanto Co ^bO)Gelva MAS 737 & 1/788 t£E : 20 

Dow Corning silicone adhesives 97-9179 &I/97-912 
0 Uiz \ Exxon36<»jftLt=Vistanex PIBft**h>y — X 
«PifCfc4o tt»Ml*. »*L<tt. Foral 105-E ft if 
<DK*ifHbnS>>a>'<V*xiJXiJ I — ;nxt;i/; F 
oral 85-E ft tzOMfoMit Py^'JizD -JH^f 
^;Foralyn 110, Pentatyn H-EtttzOUttfcMitn it 
XD'O^x 'J X U h-Jl/XXfJl/ ; Pentatyn A, Per 
malyn 5110, 6110, 5135ft <h*<7) PvXD^^^x 'J X 'J 

h— JUXf ;U ; Foralyn 90 ; Staybelite ester 10- 
E /cf^CO^^bP v>C7)yy42P— ;UXX^;U ; Staybe 30 
lite ester 3ft£(D*ilHfc h 'J xf U JUXX 

[00 5 5] x^;u-tz;UP— X(Ethocel) % EHEC, HPMC 
(Methocel) „ x hP4r;UP— X. @f&-fe;UP— X. CM 
C, HPC (Klucel) OJ:5mP- *R»<* ; T^bf 
Ts ^7#Aftifa)cfc5*:^j»^A ; "carbopol 934. 9 
74, 980. ETD 2020, ETD 2001,Ultrez 10" ft^CDcfcd 
ft* >T ^"Carbomer"(7># , I , t£7' 'J ;Uxx-r;U"t?SP»S« 

-C00HS£ 56%~68% Mt^T^'J^Bl 40 
; Eudragit E-t00,RL, RS, NE 30Dft±fO>«*: 5 ftl* 

< o*a>7;u*ju»jMnfMt7 5 S £ 

UJH7^*Jl.xxf^l^«: ; Kollidon CL, VA 64 
ft<t^7>£?ft#y tfx;ueP'J K>B§»<*. Lutrol F g 
rades 127. 68 ft iftf)<fc 5 fc#U vX^ U>-# 'J 

-So 

[0056] «jRtta^i=«Mttfi(t&tf/*fcf*et 



tvup— ju. KSxf;k i^;u7;i/3- ju. -<v^p 

[0 0 5 7] ^^;ut KP+y h;ux>(BHT) „ Z?T)\, 
t Kp + v7-V-il/ (BHA) „ DL-r;u^T hzi^xy 
— gHbR&itSUfate (antioxidant complex) % X-r-f" 
— h (edetate) % xff- hx-J- h y O-UtZ £i(D<k 5 ft 

[0 0 5 8] tt#JBf±. 5^P>l6ffla>J¥*-e5lL^i: 
#M*L<* »*::fa:25~250 ^P>, H£L<I*40 
-200 S^a>. #£L< 1*50-150 52 p >T*fc£ 0 

[0 0 5 9] 9amiftfli:LTM<ttfQAt;7ttfPBtt 

SACAtibWo - 0*8^(7)^- JiOSJEttT/^X 
its *u-r>&. ;u7Ji/^- x^T'jv^. 
p— ;u. s uxf >i, 5ux^i/7j^~jk ^^y 

[0 0 6 0] »*LL*JBffili. S*#JlZ N 20-85% (Dtt 
»tt#"J^-* 5-25% 0»i»ft!L 0.5-15% ©Stt 

3-18% a)»»aBKK*fcl*BK«l7JUa-iUatf 
3-18%0)ffiS(Z)Mft^ffia)t&»J3gKK^fcf±ife(DfliaSK 

r;up — ;KD»**afiS;«*r-&*— ■<D«jfitt© J f/<-f 
xr*fe^ 0 

[O O 6 1 ] CCD^B^CD^tt/^vXTAfi. "Trans 
dermal Controlled Systemic Medications", Marcel De 
kker. New York 1987, pages 349-364lzM^^^Tl^ 

[0062] ztL^r*ic N zo>*-e*!iJBa>ia*«*>i± 
[0063] tt«»tt»*fci*BK«7;ua— ;n*. 

( r# lj ) o 

[oo6 4] #»ttvh»j^^xizaafr««fii 

[0 0 6 5] tL r3l#j «kfllab«iMail=]tfi** 
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x, ^'J^&Sfcii^-VJjuTyua— ;ua<.fcy#i.>B# 
^1=«fcy?i5LMi§t^r^^-^ffl)*^-5o Mic. ±E« 

cooes] ^(ommt. AffiizmBL&mmmz-tzt- 
[oo6 7] mtez<tomit¥fttei£tzizmti;$>itmmo> 

(£ffll4, U4U4*a£ftfc*mttq&JfcOTfc?ft@;h.fc 

[0 0 6 8] LL*»tt-Cf*. »tttH£tt» 

&tt«tt»l= 0.5- 15.0%a>$aft-e8ftr«. 
fcloroMSfflv^'J^SS 3.0-18.0% (w/w) . » 
$L<I4 4.0-15.0% (w/w) -^L-cat,»*L< 1412.0 
% (w/w) t*L, SfeSttSfefeloOUttttO^U 
3.0-18.0% (w/w) . »£L<I4 5.0~15.0%(w/ 
w) fLtit»tL< 1*6.0% (w/w)*rr*. tt»»F 
oral 105-E £ 5.0-25.0% (w/w) . L < 14 7.0-1 
5.0% (w/w) fLtttffSK 1410.0% (w/w) 

^Ji-Si^HzJUD— X$ 0.1-5.0% (w/w), #£L< 
14 0. 1-1. 5% (w/w) * Ltlt,»f L < 14 0. 3% (w/w) 
MfcB&Jtfflfc LT05BHT StfBHA $0.01-1. 
5% (w/w). »£L<I4 0.01 -0.8% (w/w)-tLTgt» 
£L<I4BHA $0.03% (w/w) StfBHT $0.3% (w/w)#^ 
T&o «ftl=. 7$'J;UttSrtt7K'J-7— Duro Tak 87-28 
52£20. 0-85.0% (w/w) , L < 1440. 0- 80. 0% (w/ 
w) fLTlt,»*L< 1462.0% (w/w) ttt5. 
[0 0 6 9] /<— te>M4. K»#JBSS©»afilc»r3 

[0070] sft#i=tt. n^^mmm^mtLxai 

**x£,<»Z>tX? va >£3tRMf::«ft;fc>ftl>. ^-u-r 

[0 07 1] S36#lzl4. iroSSfflS-^i-"; \-G)7&> 
»-efft«)*«l*fcttBlftM*fcl4BBKil7^a— iUOffi 
ratt^It^H-StfflT-fe-i). C<D4 5fttea>M#J£fcl4 

[0072] (ffll§©£g) C(7)*T-ffltNf>H-5> rgA 
ts^j *fci4 rasigsj (4. x*i*<ftjg£a-3Taa 

It^flSxftmtt. ca>*0>§S160!l*l::j£'<e>:h.-Cl^4,fc 



5ftttlk-fe;i.*«*fflL»r»«B*fci*AnB-cai«!<ottlk 

[OO 7 3] C<D + r*fflt>t>*L-CL>* rgj'Xttj £fcl4 

ra«<i:j stais&ffli*. £j»araa>a$LiM8A&t; 

[OO 7 4] rg&tt (transdermal) j gltigLI-.fc 

y, ffijfSfci4*s^*§^$jioTjas5i-Mi>^i-<fc-s 

10 gltKLfti:OT*I&te (transdermal £ fcl4percutaneo 

us) ai/tsstts-^oii^^jtis-r-stot-r-So 

[OO 7 5] CCD*T-fiEffl$*l-5 r^-gcovX^Aj 
l_«fcy, t Cl:fil^TJHI4«7 h 'J »^ X*l:S»*fc 
ttttft**!. *0>^ h'J ■»^^l**«IBPKBrl=<ty*L 

[0076] rjffi^si j iz «fe y , #sa'](D*5^tt<Dii>; 

20 ©«fc5ft*mi4, HSWKI4. Sftl=ft(i]-r«ttm$fe 
tt*BItt»*tli7lfiT>IM)if'Jl!P-A*feH: 
i'JX'J l — jux^f juft<b*<o.fc 5 ftJC©^fiE# 

[0077] ris^afiMj i = .fcy % -fejun— *BSj» 
{*. *ji/7t?v— . #'J>**'J u— hft,!:0!>,fc-5ft. 

ftLVb*ft£*m*fcl47K'J-7— 36«»»**i-6. 

[00 7 8] ccD*-efflt^t.*t* rjitfcj */ = i4 rt*t 
14. feAttam&^f=*Hl&£{**m£*i.\ ft 

[00 7 9] c<D4>-em*e>;h.-5fflfg rai^wjsttfflj 
*fcf4 rSfflj (-.fcy. M*L^vXfAMJ?l§e 
C -T IE Att * fc I4*§ AttS-S-lz »ffift L> A> ft <b^&if 
* fc I4<b^«to<j£i* fHI). 

[00 so] fflig rEKK*fci48iWft7 , ;u=i— juj tz 
.fcy. 0S?LSM&a>AA$iaoTSM*<eA-r&a>$i83i 

■r*3as*«fc*Bs3Ra s-isroL^ft-st&ffijgK^^fc 

40 (4IiKS6TJU=i— >U*fcl4el^a 8~24©L^A^ft•^)^fi& 
fQBgK^*fcl48IKtS6TJU=i-;uA<«ift^^.5o HOx. 

^a$^-r-SIS?Q8IflS^*fcl48il*gi7;u=i— 
^1i-A<ffl^&*i-5o LL^;lalg!i^afPSiKK*fc 
I41iifift7^3— ;H4. KSSfe12~18<»t«>*fcl4^*i. 

^*fcl4flgKSi7;u=i— ;H4. vSf fclJ^O'J 

;U7;U3-VKDJ:5ftK^ai2<0t.<0. ^U-f>ft*fc 

14^- u -f ;u7;u =1 — ;uo .fc -5 ft g^Sfti 8co t cd t- fe -5 . 
50 mm r^Ai§^»ij . rg^ig^sijj itBmwomm* 
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[o o s i ] m¥Mte%i&&l<7> r^wi-^Sb^j ai- 
[0 0 8 2] fflU rtdffllSHA^ltfilLfcj »^<fey, % 
[0 0 8 3] Cfl54 3 T?i£-<'=>*x-5IIS£^ l JI*. 

[0 0 8 4] Mathis LabcoaterRtfMathis Labdryer 51 



10 



[00 8 5] ffiglgli, UlTI=2E-<-5<*:-5l-LT^+? 

: @SK^^-^'r7i*sjt*ri|i4<7)*i±a5ic^y, 
*fc/K y ^-liTizjE&j&ai ±i=»*#iir*- 

p,<D^--r7a)S6gii-«ky*to-5>o torn?*-) — 1±. jut 

[O O 8 6] 
[*1] 



Drying step 


Time (min.) 


Temperature <°C) 


Fan speed (rpm) 


1 


15 


40 


700 


2 


20 


55 


1000 


3 


25 


70 


1200 



[0087] ±&Ltz\\mi~&Vs affia>*a*iz«fcy-t 

[oo 8 8] ^5*-*>a>x?S£m^ CO 

s»-e»*ts/-h*ft»Jii=afflLT, n*8o~ioo * 

[0 0 8 9] S&lc. v— h£flF3tffl!?ffl^££*§&*: 

[0090] &m&Xf? 5*— h^54f±, Satas D. , 19 
89 ; Grant O.W. and Satas D. , 1984 ; Mushel LA., 
1984fc£<a^£*LTl^ 0 

[O O 9 1 ] 

[0 0 9 2] HSfctf] 1 (PlaceboNEp35) 

>^(Lauric acid) 5.971% (w/w), 3*-L/-f>»(0 
leic acid) 6.097% (w/w) , x^;Hz;up — * (Ethy Icel I 
ulose) 0.253% (w/w), Foral 105-E (*HHH) 9.929% 
(w/w), Duro Tak 87-2852 (37.1% 77.717% (w/ 

w), BHT 0.030% (w/w). BHA 0.003% (w/w) <D*&j£<7>*£ 

[ O O 9 3 ] HJfeffiJ 2 (P I aceboNEp36) 
^'J >1£5.995% (w/w), x^HrjUP— *0. 253% (w/ 
w). Foral 105-E 9.922% (w/w), Duro Tak 87-2852 (3 
7.1% 83.797% (w/w), BHT 0.030% (w/w), BHA 0.00 
4% (w/wJOffl^SfttTh'J^^X^ Ztt + fciS'* 

[0 0 9 4] |gJ£#J3 (PlaceboNEp37) 
^-U-T >^6.017% (w/w), x^ju-tzjup— XO. 256% (w/ 
w), Foral 105-E 9.978% (w/w), Duro Tak 87-2852 (3 
7.1% mM 83.716% (w/w), BHT 0.029% (w/w), BHA 0.00 
4% (w/w)03ffl^eftt7h^^X^ ZCDtplZjfc^ 



20 [0095] Slffi#J 4 (Nep1 36) 

gflgy JUx^> KnXNorethindrone Acetate) 7.510 
%(w/w), 17^- !Xh7vt-^ (17^ -Estradiol) 1. 
507 % (w/w) , =? ^ 'J >H1 2. 004% (w/w) , U-f >^6. 1 1 
5% (w/w). x^;Hz;un— XO.245% (w/w). Foral 105- 
E 10.048% (w/w). Duro Tak 87-2852 (35. 9%m& 62.53 
7 %(w/w), BHT 0.030% (w/w), BHA 0.003% (w/w) (DttJfc 

[O O 9 6] HJk0>J5 (Nep140) 
30 ;ux^>KP>7.531 %(w/w), 170- i^h7V 

;U 1.495 %(w/w), yj--bP— ;U^yyt"UX— h(Gly 
cerol Mono Oleate) 6.091 %(w/w), if Jl/tJl/O-X 
0.250 %(w/w), Foral 105-E 9.974 %(w/w), Duro Tak 8 
7-2852 (37.6%»}ft 74.630 %(w/w), BHT 0.026% (w/w), 
BHA 0.003% (w/w)fl)tt«(D8itt7h'Jyi7^ C 

[0 0 9 7] HJEffll6(Nep141) 
B«y;ux^>KP>7.530 %(w/w). 170- iXhr^ 
;H.500 %(w/w). yj-tzp— ^-L/X— h(Glyc 
40 erol Mono Laurate) 6.015 %(w/w), x^jH?;up— X 
0.247% (w/w), Foral 105-E 9.983% (w/w), Duro Tak 8 
7-2852 (37. 6%»*74. 695 %(w/w), BHT 0.026% (w/w), 
BHA 0. 004% (w/w) , <7>*&J$Of£5iteV r- U ^7X^ C 

[0 0 9 8] SIJfi«7 (Nep135) 
fF^y JUXf > KP>7.490 %(w/w). 170- IX h^v? 

;H . 506 %(w/w) , * 1"( >i£5. 965% (w/w) , x^JU 
-tr;UP— XO.262% (w/w), Foral 1 05-E 9. 973% (w/w) , D 
uro Tak 87-2852 (35.9% Sft 74.767 %(w/w), BHT 0.0 
50 33% (w/w), BHA 0.003% (w/w) ©a«0)iftt7 K 'J «v 
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[o o 9 9] mmm&wepun 

»i/;Hf> Kp>7.513 %(w/w), 17/5- IX h^v 

;U.508 %(w/w). S V^P t°;Klsopro ' 
pyl Myristate) 6.088% (w/w), x^;Hzjup— X0. 275 
% (w/w), Foral 105-E 10.017% (w/w), Duro Tak 87-28 
52 (37. 6%>g;$74. 563 %(w/w), BHT 0.033% (w/w). BHA 
0.004% (w/w)(D«j£<D»*tt-7 MJ <y*Xifi % Z(D^lz 
&^±frXl^ZM&tlLmz<k-DTttZ>*ltz 0 10 
[O 1 O O] Xtt«9 (Nep143) 

;ux^> Kp>7.493% (w/w), 17/9- IX K^^ 
;u 1.529 %(w/w), yj-feUJU^V (5?) ^j^'JU- 
h (Glycery mono di Caprylate) 6.022% (w/w), x^JU 
-tr;UP— X0. 247% (w/w), Foral 105-E 10.028% (w/w), 
Duro Tak 87-2852 (37. 6%j§&74. 650 %(w/w). BHT 0.0 
29% (w/w) , BHA 0. 003% (w/w) , Offl«OSftt7 h U ^ 

[0101] HJfe^l 1 O (Nep123) 20 
WtMS jHf> KP>7.475% (w/w). 170-xXh^i/ 
;U.494 %(w/w), xf;H?;UP- X0. 244% (w/w), F 
oral 105-E 10.000% (w/w), Duro Tak 87-2852 (37.7% 
80.758 %(w/w), BHT 0.027% (w/w), BHA 0.003% 
(w/w) (D*fiJ$0)*£5i1±7 h »J ^(Dtpiz&^Z, 

[O 1 O 2] 1 (Alp010) 

7)lsZf^ x J^ A (Alprazolam) 7.356 % (w/w), ifJUz 
;UP— X0.486% (w/w), Foral 105-E 9.801% (w/w), Du 
ro Tak 87-2852 (37.2% ^^82.325 %(w/w), BHT 0.027 30 
% (w/w), BHA 0.006% (w/w) , <D»fiEO)SStt^ h U vO 
X#. Z\(D*izft**Hxi^WL&ftffilz±^Xi$*fr 

fee 

[O 1 O 3] £jfe0l| 1 2 (AIp012) 
7;U^^*/^A7.364 % (w/w),^-U^>K5.846 % (w/ 
w), x^JUzJUP— XO.491% (w/w), Foral 105-E 9.809 
% (w/w). Duro Tak 87-2852 (37.2% 5§jg76. 454% (w/ 
w). BHT 0.030% (w/w), BHA 0. 005% (w/w)0>Hj£O)f£X 

<tot^btLfco 40 

[0104] Hffi05l 3 (Alp013) 
T;U^y^A7.290 % (w/w) , * U-<>i£5. 853 % (w/ 
w), ^^'J>^(LauricAcid) 5.829 %(w/w), x^U-fejU 
P— XO.481% (w/w), Foral 105-E 9. 717% (w/w), Duro 

Tak 87-2852 (37.2% j§&70. 794 %(w/w), BHT 0.029% 
(w/w) , BHA 0. 006% (w/w) <7>*§j£<D|f h 'J ^ O X 

[O 1 O 5] Xlfiffll 1 4 (TTpOOD 
f^hXfP>2. 755 % (w/w) , * U>T >&5. 638 % (w/ 50 



w),^'J>& 11.022% (w/w).x^Mr;up— xO.226% 
(w/w), Foral 105-E 9. 108% (w/w), Duro Tak87-2852 
(36.0% ;§?£71.219 % (w/w), BHT 0.028% (w/w), BHA 
0.004% (w/w)£DfflJ$OSftt7h'J^^X^ ZL(D<P\Z 

[0106] §U£#J 1 5 (TTp002) 
^rX hX^rPVS.OOg % (w/w). x^;u-tz;UP— XO.264% 

(w/w), Foral 105-E9. 995% (w/w). Duro Tak 87-2852 
(36.0% S&86.697 % (w/w). BHT 0.032% (w/w), BHA 
0.003% (w/wJtDHSOft^h'J-^Xtf, ZCD + f:: 

[01 07] USStf] 1 6 (TTp005) 
^XhX^P>2.296 % (w/w), xf;Hril/P- X0. 250 
% (w/w), Foral 105-E9.895% (w/w) . L-<>&6. 053 % 
(w/w), Duro Tak 87-2852 (35. 9% mmo. 808% (w/w) , B 
HT 0.025% (w/w). BHA 0.006% (w/w) CD*aj&<Dl£5f tt^ 

[0 10 8] mmWl 7 (Nep144) 
R»y ;Hf> Kp>7.527 % (w/w), 17£- xx 
5?:J-— JH.504 %(w/w), vO'J>&1 1.991% (w/w),*l/ 
-f ^UT'^U^— ;K0leyl alcohol) 6.090% (w/w),x^;u 
-b;UP— X0.247% (w/w), Foral 105-E 10.035% (w/w), 

Duro Tak 87-2852 (36. 0%i§& 62.572 %(w/w), BHT 0. 
031% (w/w), BHA 0.003% (w/w)(DfflfiE(Diitt7 h U ^ 

[0 10 9] HfiEfilJI 8 (Nep145) 
Ri/Jl/Xf> Kp>7.516 %(w/w), 170- xx 

;U 1.499 %(w/w), 7^^1/7;^- ;KLaury1 alco 
ho1) 12.160% (w/w), ^-U^;U7;U3-JU 6.067% (w/ 
w). if^t;un- X0. 254% (w/w), Foral 105-E 10.01 
1% (w/w). DuroTak 87-2852 (36.0%^;"$ 62. 459% (w/w) , 

BHT 0.030% (w/w), BHA 0.005% (w/w) a>«j3c0)»*Ftt 

[0 1 10] HJS0J1 9 (Nep137) 
»»y;ux^> KP>7.321 %(w/w), 170-xxh^v 
1.464 %(w/w),^OU>S 11.712% (w/w). * U 
<<>M 5.949% (w/w), ifjHr;UP- X0. 251%(w/w). F 
oral 105-E 19.517% (w/w), Duro Tak 87-2852 (37.6% 
53.754 %(w/w). BHT 0.030% (w/w). BHA 0.003% 
(w/w)0)M<OSf tt7 h U C^^lc^b 

[0111] 2 O (Np003) 

ft&y;ux^> Kp> 7.305 % (w/w), x^;u-fe;up — 
X0.250% (w/w), Foral 105-E 9.666% (w/w), Duro Tak 

87-2852 (36. 2% 82. 751 % (w/w) , BHT 0. 027% (w 
/w), BHA 0.001% (w/w) a>*&J$a>&5it4v MJ ^X 



(11) 



4^^^11-152224 



tz 0 

[oii2] mmm2 i cn p oo4) 
Biy;i/x^>KP> 7.517 % (w/w). ^-L/-<jut;u=i 

— JU6.094 %(w/w), xf;Hr;i/P-X 0.259% (w/w), F 
oral 105-E 9.929% (w/w), Duro Tak 87-2852 (36. 2%J§ 
& 76.162 % (w/w), BHT 0.034% (w/w), BHA 0.006% (w 
/w) (DmtiLO&Mte-? h'J v<7*tf. ^OtplZ&^^fri 

[O 1 1 3] Hifc0i|2 2 (Np005) 
P^y;ux^> KP>7.481 %(w/w), 3fU-f ;U7;Un — 10 
;U 6.112 %(w/w). Laurie Acid 11.919 %(w/w) , x^JHz 
;i/P- XO. 259% (w/w), Foral 105-E 9.943% (w/w), Du 
ro Tak 87-2852 (36.2% ?§&64. 255 %(w/w), BHT 0.026 
% (w/w), BHA 0.005% (w/w) (Dmf&O&MttL-? h U y 1 

[ o 1 1 4 ] mMM 2 3 (Pbo. 03 wt) 
*U-f >1M2. 18 %(w/w), ^'J>&12. 10 %(w/w), Fo 
ral 105-E 12.07% (w/w), Duro Tak 87-2852 (36.01%jg 
;$63.62 %(w/w), BHT 0.03% (w/w), BHA 0.005% (w/w) 20 

[ O 1 1 5 ] 3IJ£0iJ 2 4 (Pbo. 16 wt) 
*L"f >K12.06 %(w/w), 70'i>B 11.98 %(w/w), x 
^;Hz;UP— X0.50 %(w/w), Foral 105-E 11.98% (w/ 
w), Duro Tak 87-2852 (35. 39%}§j£ 63.45 %(w/w), BHT 

0.03% (w/w). BHA 0.004% (w/w) (D^J&CBfg^tt^ h «J 
V<7*tf. ^(D^\Z&^*friXl^m&L&ffilz£r>Xtt 

*0 fritz Q 

[O 1 1 6] Hl£#]2 5 (Pbo. 17 wt) 30 
*U-T 1.97 % (w/w), >H11.90 %(w/w), X 

^JHzJUP — X2.49 %(w/w), Foral 105-E 11.89% (w/ 
w), Duro Tak 87-2852 (35.59%^ 61.72 %(w/w), BHT 

0.03% (w/w), BHA 0.003% (w/w) h 'J 

^fritz 0 

[0117] mmmz e (Pbo. 12 wt) 

*U-f>l£12. 11 %(w/w), ^'J>l£11.94 %(w/w), x 
^;Hr;UP— X9.95 %(w/w), Foral 105-E 11.96% (w/ 
w), Duro Tak 87-2852 (36. 39%;§& 54.00 %(w/w), BHT 40 
0.04% (w/w). BHA 0.005% (w/w) (&£JlJ$;<Df£$rte"7 h 'J 

[o 1 1 a] mmmz i (Pbo. 10 wt) 

*U«<>i£11.91 %(w/w), ^'J>ig11.89 %(w/w), Fo 
ral 105-E 23.76% (w/w), Duro Tak 87-2852 (36. 39%>§ 
&52.41 %(w/w), BHT 0.03% (w/w), BHA 0.004% (w/w) 
<Dmi$.<D&m&-? h'J v<7*tf. ^(Dtplz&^bfriTl^ 
^Si&ftWlCj; o Xft bW: e 

[O 1 1 9] 3£S£«2 8 (Pbo. 19 wt) 50 



*-U-<>S!l1.72 %(w/w), ^0'J>&11.61 %(w/w), x 
TjU-tr;UP— X0.48 %(w/w). Foral 105-E 23.22% (w/ 
w), Duro Tak 87-2852 (37. 23%^t& 52.93 %(w/w), BHT 
0.03% (w/w), BHA 0.005% (w/w) 0*Bj$<D&5if£ V h »J 

[0 12 0] Hffi0lJ2 9(Pbo. 13 wt) 
*U-f >&12. 12 %(w/w), ^'J>^11.95 %(w/w), X 
^;Hr;UP— X4.98 %(w/w), Foral 105-E 23.94% (w/ 
w), Duro Tak 87-2852 (36.39%^ 46.97 %(w/w), BHT 

0.03% (w/w). BHA 0.005% (w/w) <D*BJ$<7>}g5ite^ h 'J 
z\<DWz&^*frix^Z§k&&ffilz£^xft 

[0121] HJfctfJ 3 O (Pbo. 09-02 wt) 
*U-f >K11.76 %(w/w), ^^'J >K11.76 %(w/w), x 
5^Hz;UP— X9.81 %(w/w), Foral 105-E 23.54% (w/ 
w), Duro Tak 87-2852 (37. 23%i£j$ 43.09 %(w/w), BHT 

0.03% (w/w). BHA 0.005% (w/w)fl)»Mtt7h'J 

[ o 1 22] mmm 3 1 (Pbo. 1 1 wt) 

*-L"f >&1 2.82 % (w/w), 7^'J >^11.80 %(w/w), Du 
ro Tak 87-2852 (36. 39%?g&75. 35 %(w/w), BHT 0.03% 
(w/w). BHA 0.005% (w/w) 0MO)Sft47h^^X 
V. ^(D*\-&^^friX^&M&&ffi\~&^Xtt*fr, 

tz 0 

[01 23] 3 2 (Pbo. 08 wt) 

*-U-<>^12.35 %(w/w), ^^'JV^H.86 %(w/w), x 
TJUzJUP— X9. 89 %(w/w). Duro Tak 87-2852 (36.39 
65.86 %(w/w), BHT 0.03% (w/w), BHA0. 005% (w/ 
w)<£*flJ$(Z>|g®teV h'J^Xtf. CCO*lCiZ&^<t)H-C 

i^stiiftfiri^ £*Uc 0 

[0 12 4] ^S£0|J3 3 (Nep176) 
mMS)l'^> KP>7.980 %(w/w), 17/8- iXh7V 
2. 190 %(w/w) , ^ ^ U 3. 99% (w/w) , * U>f 
>^ 9.11% (w/w), xf jHzJUP- X 0.25% (w/w), Pe 
ntalyn A 19.98% (w/w), Duro Tak 87-2852 (37. 6%>§?$ 

56.45 % (w/w), BHT 0.030% (w/w), BHA 0.006% (w/w) 

[01 25] HJfegiJ 3 4 (Nep205) 
»»y;Ux^>KD>7.990 %(w/w), 170- iXh7v 
2. 200 %(w/w) , 7 r !7 'J >BS 3. 99% (w/w) , tf- U«f 
;U7>!U=i— ;U8.98% (w/w), x^jUzjua— xo.25% (w/ 
w). Pentalyn A 19.98% (w/w), Duro Tak 87-2852 (37. 
6% jSi$56.58 %(w/w), BHT 0.030% (w/w), BHA 0.004% 
(w/w) <Di&f$.(Dt&m& V h'J 7^X*<, Z<7)*C:^<t> 

[01 26] mifcm 3 5 (LNEp006) 
UT^y ;uvxX h UJKLevonorgestrel) 0.807 %(w/w), 



(12) 
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17s-Estradio17 J-IX h^^— VU1.994 %(w/w), 
^'J>&3.99% (w/w).^-U-<>K9.07% (w/w),x^jU 
-trJUQ— XO.25% (w/w). Pentalyn A 19.93% (w/w). Du 
ro Tak 87-2852(37.6% >§&63. 93 %(w/w), BHT 0.030% 
(w/w), BHA 0.004% (w/w)<7>*&J&a>f$5iteV h 'J '^X 

fc. 

[0127] 3 6 (Alp006) 

7JU^V^A7.400 %(w/w), ^U>&5.940% (w/ 
w), *U*f>^5.910% (w/w), ifJUz^P- X0.490% 
(w/w). Foral 105 E 9.770% (w/w). Duro Tak 87-2852 
(37.0% ig&70.450 %(w/w). BHT 0.030% (w/w), BHA 
0.005% (w/w) 0>ffljS(DflHitt-7 h'J^X4«, ^0>* 

[0 12 8] ftltfl 3 7 (Ttp036) 

hXfP>8. 990 %(w/w). ^^'J>^3.97% (w/w). 

*U-f>K9.09% (w/w). x^JHzJUP — *0.50% (w/w), 
Pentalyn A 9.97% (w/w). PVP K30 9.97% (w/w). Duro 
Tak 87-2852 (37.0% S&57. 55 %(w/w). BHT 0.030% 

(w/w), BHA 0.003% (w/w)(D«J«a>»»tt-7 h 'J vl7» 

fee 



[0129] (KKtt AttBfflttlllffiX) 5 ■> 'J 
tf^U^KCDttUiST-f X^-t/* KJUi£ paddle over 
disk method («A 5. USP 23. Drug Release 724) £ 

[0 13 0] Bi fiMIBIiM(7)S<S^^-ro 
[0 13 1] c*i6©S6Klwfcl^T. SS:*»jSIzS» 
Lfc*>^JU+a>3B#K«* (HPLCfttff<D:fr£[;:£iJ) 

10 [0 13 2] fflL^fcS8J6«l*. MMi* SU«2fttf 

§gJ6<W3-cfc& 0 
[0 13 3] fflL^fc»Kft#H*. /<K;Ui$S: 50 rpm; 

32°c; #gt$I<*: K^S^UttK* h U 
0.3%; 500 ml; -y-^-JjUjaf^J*: 0.5; 1.0; 

2.0; 4.0; 8.0 S.l/24 h 0 

[0 13 4] »&*ifct8*l** ftttfflll £Xtt0)2fr& 

20 [0135] 
W2] 



Table 



Time j 


Remaining Laurie Acid (%) | 


! (h) 


Example 1 


Example 2 | 




Mean 


SD 


Mean 


SD I 


0.5 


77.23 


1.93 


78.72 


0.10 




62.42 


3.49 


7334 


1.32 


2 


47.92 


1.48 


60. 10 


1.42 


4 


28.65 


0.16 


43.07 


0.94 


€ 


8.67 


0.92 


20.52 


0.82 


24 


0.53 


0.08 


Z68 


0.34 



Table II 



Time 


Remaining Oleic Acid (%) 


(h) 


Example 1 


Example 3 




Mean 


SD 


Mean 


SD 


0.5 


93.30 


2.18 


96.54 


4.86 


1 


88.89 


3.34 


90.27 


1.84 


2 


87.07 


6.32 


81.20 


11.69 


4 


80.19 


1.94 


79.18 


0.03 


8 


60.08 


0.28 


64.31 


2.44 


24 


19.30 


0.95 


29.48 


0.96 



[O 13 6] lUTCD^^liS I &tfSIIJ^Ca>fiS£^ 

"To 

[O 1 3 7] f=jZ> 1 l*SAi§3iffli: LT7 9'J 



[0 1 3 8] 
[*3] 
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Graphic 1 



Remaining Penetration Enhancer 
Example 1 




— o — Laurie Acid 
— A — Oleic Acid 



10 15 20 25 

-nme(h) 



[0 13 9] 

Graphic 2 



& 100 



Remaining Penetration Enhancer 
Example 2 and Example 3 




Laurie Acid 

Oleic Aca 



[O 1 4 0] (£{*i*J*3*ttkHJ«%) &J»^0>^U 

[oi4i] 9mmo> ; 7 ri ?*)>&t*\s>( >m<os.m^ 

LfAVX^SffiL, *LT96ttlfflO)affl(DaftSa8*|» 
*U *LTS#«Ait3Ml* (HPLCttHfa>*J*lzJ: 

Lfco 

[0142] Hjffi^ijfi. itiKflti , mmmz&ifmmm 



40 



[0143] Kail*. m^(D&m(D^. flaw© 
<t >t >r 7A<«B"e £ S ^ -<;ua>tti*t= ? ^ x 
[oi4 4] am fc, 96ttMa>affiflL ux$b£l 

¥ Elf! (mean values) (standard dev ratio 

ns)(7)fit^^-T 0 

[O 1 4 5] 

W5] 
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Tabie III 



Volunteer 
identification 


Example 1 


Example 2 


Example 3 


Oleic Acid 


Laurie Acid 


Laurie Acad 


Oleic Add 


JR 


97.55% 


73.94% 


83.80% 


105.47% 


LP 


106.79% 


80.12% 


85.60% 


117.61% 


DC 


106.79% 


56.37% 


63.40% 


112.15% 


RK 


95.66% 


50.77% 


58.20% 


106.28% 


HG 


108.11% 


66.73% 


76.20% 


1 13.56% 


GP 


112.64% 


81.47% 


79.20% 


121.05% 


Mean 


104.59% 


68.56% 


74.40% 


112.69% 


SD 


6.58% 


12.60% 


11.17% 


6.14% 



[0 1 4 6] lUTO^? (3, 4. g [0 14 7] 

in \~^m*Wkm<»m*&u^m*:&<» we] 

Graphic 3 



Remaining Oleic Acid 
Example 1 




JR LP DC RK HG GP Mean 

Subject 



[0 14 8] 30 [ft 7] 



t$BB¥1 1-152224 



Graphic 4 

Remaining Oleic Acid 
Example 3 



mini 

JR LP DC RK HG GP Mean 

Subject 



Graphic 5 

Remaining Laurie Acid 
Example 1 

100% T 



5} 50% + 

1 25% + 

o 
oc 

0% 



lllllll 

» T t _ I I I I I 

JR LP DC RK HG GP Mean 



Subject 

[0149] [*8] 
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Graphic 6 



Remaining Laurie Acid 
Example 2 

100% T 




JR LP DC RK HG GP Mean 



Subject 
±/\K;U (3§ft5) &mi*z> 0 

[0 1 5 3] §§m5fi. S^WIC 32 ±0.5 °ClcSfc;h 

KfittKSI*ttai«S±f=LT % IHRtf/<Kjl*7U— K 
<DJalc^frlz^o25d:5 tmCDmmZ t £<fc 5 (c % 

(Hi) . 

[0 15 4] «LT0)SAtf{f7 7M:.'KK«nilltnkU 

[0 15 5] 
W9] 



[oi so] K»ert&t;^{*rtG)e»tt. *u>r>i£ 

[0 1 5 1] ^->'J>»liiSL^ftaj**L. *U-f >M 20 

[0 15 2] (KRVflatfittkUffFK) ^*i£<DWSES 
frSfcttfC* U.S. Pharmacopeia 23 (1995) CDT-f 



07) 
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Table IV 



Time 


Alprazolam released (%> 




Exam 


pie 11 


Example 12 fOA) 


Example 13 (OA/LA) 


Mean 


SD 


Mean 


SD 


Mean 


SO 


0.25 


2.82 


0.O2 


3.26 


0.30 


5.62 


0.36 


0.5 


4.28 


0.04 


5.12 


0.22 


ft 64 


0.64 


1 


6.24 


0.18 


7.37 


0.09 


12.95 


0.81 


i 1.5 


7.97 


0.06 


9.30 


0.16 


16.49 


1.08 


2 


10.22 


0.22 


11.08 


0.18 


18.58 


0.87 


3 


12.61 


0.20 


13.86 


0.60 


23.37 


0.98 


4 


13.43 


0.36 


16.00 


0.12 


28.01 


1.51 


e 


16.47 


0.45 


19.76 


0.20 


34.54 


2.13 


8 


19.32 


0.64 


23.16 


0.23 


40.61 


2.47 


24 


33.11 


1.43 


40.42 


0.31 


67.55 


2.80 


29 


38.49 


1.11 


45.96 


0.48 


76.05 


2.91 



OA :Oteic Ac«j 
lAttawncAckJ 



Graphic 7 

Alprazolam Released (%) 
(Dissolution Test) 

100 T 



3S 




Time (h) 



[0 15 6] WIO] 
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Table V 



Time 
<*) 


Norethindrone Acetate released (%) 


Example 4 (OA/LA) 


Example 7 (OA) 


Exam 


jlo10 


Mean 


SO 


Mean 


SO 


Mean 


SD 


0.25 


12,43 


0.21 


7.43 


0.03 


4.80 


0.60 


0.5 


17.16 


0.37 


10.08 


0.01 


7.17 


0.71 


i ! 


24.87 


0.34 


14.56 


0.02 


10.90 


0.57 | 


1.5 


31.06 


0.21 


18.48 


0.28 


14.12 


0.53 


2 


34.65 


0.37 


21.01 


0.25 


16.08 


0.61 


3 


42.170 


0.30 


2583 


0.22 


19.00 


0.25 j 


4 


47.41 


0.74 


29.91 


0.29 


21.92 


3.02 


6 


55.59 


1.34 


36.59 


0.37 


29.21 


0.87 


7.5 


58.94 


1.01 


39.20 


0.25 


31.35 


1.17 \ 


25 


87.40 


059 


72.12 


1.84 


82.78 


1.94 


32 


89.73 


0.13 


76.77 


1.52 


69.61 


1.72 



OA Cfcst Acid 
lA:teuricAo<J 



Graphic 8 

Norethindrone Acetate Released (%) 
(Dissolution Test) 



g ioo T 




Ttme(h) 



[0 1 5 7] 



W11] 
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Table VI 



g I 
Time 


Testosterone Released (%) 


Example 14 (OA/LA) 


Exami 


Die 15 


Example 16 (OA) 


Mean 


SO j 


Mean 


SD 


Mean 


SD 


0.25 


15.70 


0.96 


5.45 


6.70 


7.59 


0.32 


0.5 


25.76 


1.02 


9.00 


0.76 


12.60 


0.69 


1 


33.51 


0.90 


11.28 


0.97 


16.16 


0.77 


1.5 


39.04 


0.07 


14.05 


1.61 


19.28 


1.12 


2 


43.03 


0.59 


16.72 


1.45 


22.43 


1.49 


3 


53.02 


0.30 


2016 


1.60 


27.49 


1.77 


4 


59.45 


0.46 


24.65 


2.14 


32.45 


1.93 \ 


6 


67.10 


0.07 


30.01 


2.70 


38.66 


2.95 


6 


73.47 


0.13 


35.01 


2.92 


44.65 


3.17 


24 


$7.72 


3.17 


61.17 


6.71 


70.75 


4.84 


30 


94.46 


0.13 


66.56 


7.34 


76.74 


3.65 



OA :Otec *od 
LA:LauncActd 



Graphic 9 

Testosterone Released (%) 
(Dissolution test) 



100 T 




06— * 1 1 1 1— — i 1 

0 5 10 15 20 25 30 35 



Totb (h) 

[0 15 8] W12] 



1-152224 



Table VII 



Time 


Norethindrone Acetate released (%) 


(h) 


Example 18 (OAULAL) 


Exampte 19 (OA/LA) 




Mean 


SO 


Mean 


SO 


0.33 


15.99 


f.10 


ff.ll 


0.57 


0.5 


20. 75 


f.33 


72.43 


0.12 


1 


29.09 


7.99 


76.90 


0.90 


2 


36.69 


1.10 


23.99 


1.12 


3 


43.66 


1.61 


27.66 


2.57 


4.66 


63.36 


2.63 


41.56 


0.30 


6.33 


72. /3 


3. f3 


46.39 


1.57 


25 


98.53 


A/.A. 


63.09 


10.41 



OA :OteicAad 
LAieuncAdd 
OAL :OUyt AlooKot 
LAL :Lsuryl Alcohol 

Graphic 10 



Norethindrone Acetate Released (%) 
(Dissolution test) 




BcanpJe 16 (OALAAL) 
Bcampte 19 (OA/LA ) 



0 5 10 15 20 25 30 
Trne(h) 



[0 15 9] [*M 3] 



(21) 
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Table VIII 



Time 
(h) 


Norethindrone Acetate released (Vo) 


Exam 


pie 20 


Example 21 (OAL) 


Example 22 (LA/ OAL) 


Mean 


SO | 


Mean 


SD 


Mean 


SD 


0.25 


5.20 


0.02 


6.30 


0.34 


12.82 


0.25 


0.5 


7.73 


0.00 


12.69 


0.62 


18.63 


0.33 


1 


11.22 


0.27 


18.04 


0.83 


27.25 


0.39 


1.5 


13. 7« 


0.05 


22.19 


1.16 


33.49 


0.43 


2 


16.04 


0.07 


26.00 


1.31 


38.68 


0.49 


3 


1S.45 


0.10 


31.64 


1.68 


46.10 


0.49 


4 


23.31 


0.13 


37.84 


2.03 


53.89 


0.51 


i 6 


29,11 


0.09 


47.00 


2.17 


64.26 


0.40 


e 


32.70 


0.10 


62.68 


2.60 


70.34 


0.73 


24 


57.43 


1.39 


83.88 


4.21 


95.51 


0.00 


31.5 


67.69 


0.29 


92.94 


3.50 


100.19 


0.11 



LA : La uric Acto 
OAL.-OteylAtaoha* 



Graphic 1 1 



Norethindrone Acetate Released (%) 
(Dissolution test) 




-Example 20 
-Example 21 (OAL) 
- Exarrp4e 22 (OAL/LA) 



[0160] z<D*izm7*ts*Ltc±T<Dum i §tom#m 

[0161] (KKVMXffiSSSFX) Hd. H2[z*g 

[0 16 2] a-'IBIjFHDtEWiOtitCD^JV^y hCD^gP 
<7>&Jf£. ■fiM£ffiC=»lf*72RIHHH=f6»iy Lfc. « 

»©*#Srtf*WI=ttlfcU -tLTaffi«1.77 sqcm £ 

tz 0 K&Jf£35°C<7) \?T : is)\,m&-* h 'J ^ A (SDS) 



«<- (HPLC) SSffl^tiBSLT^-^-Lfco 
[O 1 6 3] RKVMXMiSaBrftlZfiL^T. C<Z>*T* 

[0 16 4] isTFoa&tfy^te* Keewxfflaa 

[0 1 6 5] 
W1 4] 
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Table IX 



Time 
<h) 


Estradiol Permeated (pg/sqcm) 


Example 4{OA/LA) 


Example 5(GMO) 


Example 6(G ML) 


Mean 


SEM 


Mean 


SEM 


Mean 


SEM 


0 


0.00 


0.00 


0.00 


0.00 


O.OO 


0.00 


24 


2.26 


1.14 


0.00 


0.00 


0.42 


0.42 


48 


61.70 


21.26 


9.90 


386 


20.79 


8.76 


72 


114.73 


14.11 


38.13 


18.73 


71.03 


25.23 


96 


138.16 


1X36 


72.5 


21.15 


105.28 


24.76 



OAiOUicAod 

lAiLsuricAeM 

GMO : Glycerol Mono Oteate 

GML Glycerol Mono Laurate 

Graphic 12 



la vitro permeation through guinea pig skin 
Estradiol Permeated 
(Table IX) 

160 t 




0 24 4o 72 96 



[O 1 6 6] [m 5] 

Table X 



Time 


Norethindfone Acetate Permeated (pg/sqcm) 


<h) 


Example 4<OA/LA) 


Example 5{GMO) 


Example 6 (GML) 




Mean 


SEM 


Mean 


SEM 


Mean 


SEM 


0 


0.00 


0.00 


0.00 


0.00 


0.00 


0.00 


24 


11.97 


6.71 


1.92 


0.66 


2.27 


0.97 | 


4B 


340.59 


105.37 


47.97 


27.80 


106.69 


48.29 


72 


653.70 


77.61 


196.29 


113.42 


376.90 


145.26 \ 


96 


797.15 


73.95 


373.71 


I 127.73 


597.64 


150.44 



OA :OteicAcid 

LA:LauncAcid 

GMO dycerol Mono Oteate 

GML : Glycerol Mono Leurate 

Graphic 13 



In vitro permeation through guinea pig skin 
Norethindrone Acetate Permeated 
(Table X) 




TME(h) 



[0 1 6 7] 



[*M 6] 
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Table XI 



Time 


Estracfiol Permeated (pg/sqcm) 


<h) 


Example 4(OA/LA) 


Example B(IPM) 


Example 9(GMDC) 




Mean 


SEM 


Mean 


SEM 


Mean 


SEM 


0 


000 


0.00 


0.00 


O.00 


0.00 


0.00 


24 


5.00 


0.99 


3.11 


1.23 


3.23 


0.60 


48 


30.10 


8.54 


16.17 


3.52 


14.B6 


5.37 


72 


86.35 


26.18 


42.27 


5.05 


36.83 


11.97 


96 


111.06 


29.11 


02.74 


14.95 


66.93 


12.81 



OA:Oidc Add 

LAXMJricAcM 

!PM Jsopropyi Myrtetaie 

GMOC :Glycery1 mono <£ Caprylate 

Graphic 14 



In vitro permeation through guinea pig sWn 
Estradiol Permeated 
(Table XI) 

120 T 




[O 1 6 8] [*M 7] 

Table XII 



Time 


Norethindrone Acetate Permeated (jjg/sqcm) 


<n) 


Example 4<OA/LA) 


Example 8(IPM) 


Example 9 (GMOC) 




Mean 


SEM 


Mean 


SEM | 


Mean 


SEM 


0 


0.00 


0.00 


0.00 


0.00 


O.00 


0.00 


24 


8.63 


1.13 


5.60 


2.22 


8.02 


0.91 


48 


134.64 


58.32 


54.84 


19.63 


55.17 


23.76 


72 


439.83 


180.61 


200.08 


16.44 


177.48 


66.82 


96 


607.17 


175.95 


491.54 


86.19 


363.03 


71.53 



OA :CA&iC Add 

lArtsuricAcicJ 

IPM Jsopropyl Wyristate 

GMOC Glyceryl mono di Caprylate 



Graphic 15 

In vitro permeation through guinea pig skin 
Norethindrone Acetate Permeated 
(Table XII) 

800 T 




0 24 48 72 96 

TME(h) 

[0 16 9] [*M 8] 
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Table XIII 



Time 


Estradiol Permeated (pg/sqcrn) 


<h) 


Example 4(OA/LA) 


Example 17(QALAA) 


Example 18(OAL/LAL) 




Mean 


SEM 


Mean 


SEM 


Mean 


SEM 


0 


O.OO 


0.00 


0.00 I 


0.00 


0.00 


0.00 


24 


1.99 


0.29 


1.95 


0.23 


Z09 


0.47 


48 


11.00 


0.95 


9.29 


1.19 


10.88 


1.62 


72 


31.72 


5.29 


21.31 


1.75 


38.32 


7.82 


95 


63.44 


i 5.93 


55.20 


11.32 


75.61 


12.96 



OA :Oteic Arid 
LA : Laurie Acid 

OAL :Oley< Alcohol 
LAL rLauryl AJcohol 

Graphic 16 



In vitro permeation through guinea pig skin 
Estradiol Permeated 
(Table XIO) 



80 T 




- Example 4<OA/LA} 

- Bcanpte 17(OAULA) 

- Bcanpte 18(OALAAL) 



[0 17 0] 



[*M 9] 

Table XIV 



Time 


Norethindrone Acetate Permeated (pg/sqem) | 


<ri) 


Example 4 (OA/LA) 


Example 17(OAJJLA) 


Example 18(OAL/LAL) 




Mean 


SEM 


Mean 


SEM 


Mean 


SEM 


0 


0.00 


0.00 


0.00 


0.00 


0.00 


O.OO 


24 


4.36 


0.51 


3.47 


0.66 


4.83 


1.15 


48 


26.46 


2.3d 


27.61 


7.46 


55.57 


17.19 


72 


147.06 


42.39 


105.65 


20.13 


259.82 


53.54 


96 


356.28 


44.00 


33528 


104.27 


501.16 


68 48 



GAXXeicAdd 
LA:LauricAod 

OALrOieyf Aloof** 
LAL JUun/ Alcohol 



Graphic 17 



600 



h vitro permeation through guinea pig skin 
Norethindrone Acetate Permeated 
(Table XIV) 



o 

If 

li 



450 - 



300 



150 - 




- Example 4 (OA/LA) 

- Example 17(OAlAA) 

- Bcanpte 1 8(OAL/LAL) 



[0171] 



50 [*2 0] 
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Table XV 



Time 


Estradiol permeated (pg/sqcm) \ 


(h) 


Example 4 (OA/LA) 


Example 7 (OA) | 




Mean 


SO 


Mean 


SD j 


0 


0.00 


0.00 


0.00 


0.00 


24 


5.25 


0.43 


0.00 


o.oo 


4B 


8.79 


0.57 


6.07 


1.30 


72 


| 57.72 


5.75 


27,60 


4.27 


96 


704.07 


6.S1 


50.53 


5.30 



OA Ototc A->d 
LA:U5urtcAcW 
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In vitro permeation through guinea pig skin 
Estradioi Permeated 
(Table XV) 



120 T 




0 24 46 72 96 

*n\£(h) 

[0 17 2] W2 1) 

Table XVI 



Time 


Norethindrone Acetate permeated (pg/sqcm) 


<h) 


Example 4 (OA/LA) 


Example 7 (OA) 




Mean 


SO 


Mean 


SD 


0 


0.00 


0.00 


0 00 


0.00 


24 


4.49 


0.36 


1.98 


0.18 


48 


27.62 


7.91 


9.80 


0.25 


72 


207.57 


56.51 


59.07 


25.06 


96 


558.56 


53.14 


139.29 


45.50 



OA :OtetcA«otf 
lArLaurteAdd 

Graphic 19 



In vitro permeation through guinea pig sWn 
Norethindrone Acetate Permeated 
(Table XVI) 




TT^E(h) 
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[0173] W22] 

Table XVU 



Time 


Example 35 (OA/LA) 


Example 36 (OA/LA) 


example S7 (OATLA) 


(*»> 


Ijt-vooorgetrd 


Alprazolam 


Tcetowenme 




Mcen 


8D 


Mean 


SP 


Metn 


60 


0 


OOO 


COO 


0.00 


0.09 




COO 


24 






49JB4 


T7.f« 


f&M 




4S 


7.71 


1^2 


2*7.07 


23.4* 


4f.7f 


art 


72 




2.6f 


4te.f7 


4ZW 


7M4 




96 








2&f7 


t0t^2 


2atr 
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In vitro permeation through guinea pig sfcln 
Levonorgestrel Permeated 
(Table XVII) 




-O-Cjotp* S3 (OA/IA) 



[O 1 7 4] [^2 3] 



(27) 



4SM¥1 1-152224 



Graphic 21 

In vivo permeation through guinea pig skin 
Alprazolam Permeated 
(Table XVII) 




O 24 « 72 86 

TIME tW 



Graphic 22 

In vitro permeation through guinea pig sKin 
Testosterone Permeated 
(Table XVII) 




-Ewnpto37(OAAA) 



TIME (ft) 

[o 1 7 si (xmmmt&m) wsscoewi*. 

[0 17 6] CttbO>t$1±^5tS-r'5i4S5l : P«9©M'5:-& 
fc^xii, w=hb<0*f14£^fc£ligjl£fciifl-#£fE 

■SCkli-C^fcl^ 40 
[0 17 7] ±«sBffitt*«(PSA) tttta>Ml=li. M 

[0 17 8] #*a>»S.I=te, 1 O0mi4<D&SI±. fe 

<Ti*fc£fc(^::.k£t!)^i=A*L-c, cHt,<o4#ttcom 

[0 17 9] SfcfffiL.fc.fc 5 PSA lcig3£#J -i> 
«kPSA l*RT2HfcU !9BT*A<<ST-r-5o 5?BfSffia>3S* 

i*. Bi.m±<nttmmo>miB.. gJtLT^sraaisssoift so 



[o i s o] p*#wamti*fct>5A,tt*1t/<— 
XS, 11A©^7 >-T-r TI-^-^OTliS^^ 3 HFel© 1 ED 
SlfflOT&fiSLfc. #/70)7t?7>^-f 7^L^r*i©24B# 
latSSLfc. ^COAL^I-O^T. JJLT(&I¥{I£11A 

[0181] 

tMMttt : ftA»1±: 

[0 18 2] rftJt«ttj |=JSI^T. ±-C<0f#14 
14. #St4&r;iteS14) Lfc. 

*tei** y— ><ri»* (tt«Wfc**«>f*«*ifl!)iMS3i«<i: 



(28) 
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[oi8 3] r&fgBttj fzoi^-ci±. hsl Sffi&tf 

[0184] »&tt/=«g*(4. XXVIII fttfSXIX [ZfB 



[0 18 5] [SXVIII:fttntlUMIX] 
[O 1 8 6] 



Batch N* 


Composition (%) 


Adhesion* 


Edge 
Adhesive 
Residue** 


Adhesive 
Transfer 
Irvemovaij 




PSA 


Ethyl 
Cellulose 


Foral 105 
E 








Pbo. 03 


63.62 




12.0 


90% 


3 


20% 


Pbo. 16 


63.45 


0.5 


12.0 


100 % 


2 


20% 


Pbo. 17 


61.72 


2.5 


12.0 


100% 


2 


10% 


Pbo. 12 


54.00 


10.0 


12.0 


100% 


0 


0% 


Pbo. 10 


53.09 




24.0 


90% 


3 


30% 


Pbo. 19 


52.93 


0.5 


24.0 


100% 


2 


20% 


Pbo. 13 


46.97 


5.0 


24.0 


95% 


1 


10% 


Pbo. 09 


43.09 


10.0 


24.0 


100% 


1 


0% 


Pbo. 11 


75.35 






0% 






Pbo. 08 


65.86 


10.0 




85% 


0 


0% 



[0 18 7] ±X<D/<vTI*mtm±ft\k LTBHT 2&.ZS 20 £ 
BHA (0.03 % / 0.04 %) . * >»12 %RU^O l J>m. 
12 %£*fro 

[0 18 8] ^TCD/^i/^TPSA fiDuro Tak 87-2852 G 

[0 18 9] *'f**tti±. BXa)ttffio>ina>jfijt^#» 

LfcKJW!>Mf::«fcy* 0-100 %-eJ[*tOltfc. 

[o i 9 o] **«*ra»fir±. te*a>ttffl<DfWa>j&*± 
i::»*;KfctM[»(D« cfi) icj:yo~4 x-jfi»*oit 

Table XIX: Skin reaction test results 



[0191]*** tt*HH»« tt. ttttHttttai 

[0192] [SXIX^fflfjEJCKM 

[O 1 9 3] 
W2 5] 



Batch N° 


Composition (%) 


Erythema 


Edema 


Pruritus 




PSA 


Ethyl 
Cellulose 


Feral 105 
E 








Pbo. 3 


63.62 




12.0 


0 


0 


0 


Pbo. 16 


63.45 


0.5 


12.0 


0 


0 


0 


Pbo. 17 


61.72 


2.5 


12.0 


2 


0 


0 


Pbo. 12 


54.00 


10.0 


12.0 


0 


0 


0 


Pbo. 10 


53.09 




24.0 


0 


0 


0 


Pbo. 19 


52.93 


0.5 


24.0 


0 


0 


0 


Pbo. 13 


46.97 


5.0 


24.0 


0 


0 


0 


Pbo. 9 


43.09 


10.0 


24.0 


0 


0 


1 


Pbo. 11 


75.35 












Pbo. 8 


65.86 


10.0 




0 


0 


1 



[Ol 9 4] ±X0>'<vTt*mtm± : Mk LTBHT RlS 
BHA (0.03 % / 0.04 %), * U-f >»12 
12 %£^fr 0 

[O 1 9 5] ±X<D/\^^t:PSk fiDuro Tak 87-2852 6 
[o 1 9 6] mmi*. tt*ei*£M%i::fTofc. 

[o i 9 7] urn. mm&if*5m& o~4 -cjsr*^ 
^-& 0 ±x(D^iz x 4 r±wjeo>Biyihift 



50 



[o i 9 s] im&m'ik<D*:&\z&i-fz>w0 -17 

12Aa>B«JH«a>*ttfcfcL^T % «JKK*±fc40 sqcm 
otffiLfc. xx^v^xX h(Estragest) TTSK|i#£ 



(29) 
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[0 19 9] W3Ef*. ft?ifcttSjKT* (open label), ftft 

arc ~^^r% tUR^*a«tt-e. i2Aa>«UKftn 

[0 2 0 0] »BSJfll-9->^*3affllc*SLo-C (S* 10 

fit) fi*>(3 % ^fcffl^^-frlfiSI (Combination Patch) 

Table XX 
Serum levels ot Estradiol (pg/ml) 



Time 
W 


0 


8 


24 


48 


72 


96 


120 


144 


168 


192 


Mean 


16 


38 


64 


61 


55 


55 


51 


46 


47 


20 


SEM 


2 


6 


5 


5 


5 


6 


6 


4 


6 


2 



SfcltiX h7^ hTTSRSfifflffe. 8, 24, 48, 72, 
96, 120, 144, 168, 192 BtMI=«tf>fc 0 
[020 1] tftfrHHBSs : xx vtf'-JU&tf/ 

>Kp>jfliau''<;u*ts»ft«£a(RiA) &&mi*xw 

[0 2 0 2] SXX&tfXXI &tf^:723;Rtf24lz»&;h. 

[0 2 0 3] ±#*JJ3ttflr3S*S3l 
[0 2 O 4] 
W2 6] 



[O 2 0 5] 



W27] 



(30) 
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Table XXI 
Serum levels of Norethlndrone (pg/ml) 



Time 


0 


8 


24 


48 


72 


96 


120 


144 


168 


192 1 


Mean 


53 


180 


536 


601 


578 


788 


504 


516 


457 


110 


SEW 


1 


33 


99 


104 


if4 


204 


9f 


78 


74 


21 



Graphic 23: Serum Levels of Estradiol 




Graphic 24: Serum Levels of Norethindrone 



24 48 72 



[0 2 0 6] XX h7V^-;H/^K0S^ll±, S 
*<7)3£^&;b-fe!-!£S*] (Combination Patch) Trfi 8B#Nfr 
t>]Sj$^-£<Dlz*tU U^viX h(Estragest) TTS R 

»iB-c*y, *fc**Lttw*o>»*T? i68B»ns-eittt 
[o2 0 7] ft*««a>ima>Tisxxh9»*— jujiui 

T^n^tL50S7j53 pg/m|-efc*„ 

[0208] yL/f^KP>o)SSttStt, «^a>«^ 

dfc-&te«-Ctt24»IB^&a*-r« (24- 168B#Pa1) <D 
l=»U xx^vxX hTTSR(Z)fflST?riS«ttSIIw48^ 
Pel -Catf L % 1 68B# Pal (D&M JT"Cfe^ 8 

[0 2 0 9] s«ttffia>pjo>sFisy uf>Kn>jfii«i 

569&7J663 pg/ml fife-So 




96 120 144 168 192 
Time (h) 

[0210] C0>J;5I-. 3L*<J>f&mWkJ3{*. tttttt* 

J£ L it s L £ £ ««■*- * c t A<BJ a l-S^ $ 

[0 2 1 1] COT+l-^ii^Lfc^fEB^aj^SirJ: 

[0 2 12] 5fci::|jtSI©W&tf£<*WBtttiSf3E*T-£5§ 

mjszvtT,, mi-, A^^ro^agismii. 

— X<D#%S©itlHl LfcB£^lcfcLx-C^#*O3ta<0EE 

50 Jtu:aSilofilffla)P B 1&^^ife^<o^Ji±-v<ogSia<oM 



(31) 
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[0 2 1 3] Mlc. £{*¥JfllttSr&a>|gjRl*. 



[0 2 14] ffi^T. Cfl> + T'4$gFli*Lfc*f|B^|±. 

is*aA*ia>»iQ©*«i=*y, a*aJt&a£&tfA 

[01] Kju±7*-f -«*5 am. 
[02] t£iiM«« 0 



[@i] 

?<^>.a k»-m sua 



[02] 



AVV>F/N 67-VC SetSBt-fcA- 




ass** 



